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1. BACKGROUND: 

Etancrccpt is a compctitivc inhibitor of’ the binding of TNF to its cell surface rcccptors and 
thcrcby rcgulatcs the biologic activity of TNF.%uch of the joint pathology in RA is mcdiatcd by 
proinflammatory molcculcs that arc linked in a network controlled by TNF. The mechanism of action 
of ctancrccpt is thought to bc its compctitivc inhibition of TNF binding to cell surface TNFR, 
prcvcnting TNF-mcdiatcd cellular responies by rendering TNF biologically inactive. Etancrccpt may 
also modulate biologic rcsponscs controlled by additional downstream molcculcs (c.g., cytokincs, 
adhesion molcculcs. or proteinases) that arc induced or rcgulatcd by TNF. Etancrccpt dccrcascs the 
lcvcls of soluble adhesion molccuks (e.g., E-sclcctin and intcrccllular adhesion molcculc- 1 or ICAM- 1) 
in RA palicnts. Trcatmcnt of RA patients with etancrccpt also dccrcased strum Icvcls of IL-6, which 
is thought to bc produced by the cyokinc cascade initiated by TNF. ENBREL is contraindicated in 
patients with or at risk of sepsis syndrome. Thcrc was significantly incrcascd mortality with increasing 
Joscs of ENBREL in a randomized, doubleblind, placebo-controlled Phase II trial evaluating doses 
of approximalcly 6 m@m2, 18 mg/m2, and 60 mg/m2 adminislcrcd as a single 30-minute IV infusion 
in patients with sepsis syndrome and hypotcnsion. ENBREL is not approved for markcling in any 
country. ENBREL was cvaluatcd in the trcalmcnt of active RA in three randomized, double-blind, 
placebo-controlled trials, only one of which was considcrcd to bc Phase III. These three trials are 
dcscribcd below, but the Phase III study wiIl comprise the focus of this review. 

2. LABELING: 

The proposed wording of the indications and u.sagc section for the package insert is as foIlows: 

1 i 
L 

-J 
Justification for each of the specific claims of cffectivcness included in the indication is prcscntcd 
below, as well as a discussion of the new ciairns which arc included in the draft “Guidance for Industry 
on Clinical Dcvclopmcnt Programs for Drugs, Devices, and Biological Products for the Trcatmcnt of 
Rheumatoid ArlhriGs (RA)” published by the FDA on March 18, 1998. 

Claim: Reduction in the Sinns and Svmntoms of RA 
The March 18. 1998 draft guideline SU~~CS~S that this claim can be cstablishcd by analyzing the 
following outcome mcasurcs over time in 6-month trials: validated composite endpoints, such as 20% 
ACR response; and well-acccptcd sets of signs and symptoms, such as tender and swollen joint counts 
and physician and patient global asscssmcnts. The proposed wording in the package insert, ” - 

combination with MTX vs. MTX aIonc. 
” is based on the study of TNFR:Fc in 

Claim: Imnrovcmcnl in Phvsical Functic,n/Dis;thility 
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At the time of the initiation 01’thc Phase III study, an carlicr draft guidclinc (diltcd Januitry 3, 1997) 
WiLS under consideration. This claim was then labclcd ’ - 

- ’ Accordingly, Protocol 16.0009 was dcsigncd to USC validated 
instruments (the- HAQ and SF-36) to collect in~mation on Functional ability and QOL, iIs spccilicd 
by the draft guidclinc and agreed to by the FDA. 

Cl;lim* Maic,r 
, 

In the March 18, 1998 draft guidclinc. major clinical rcsponsc is dclincd as continuous 70% ACR 
rcsponsc dcmonskacd in a 6-month trial. Protocols 16.(xX)4, 16.(X)09, and 16.00 14 wcrc dcsigncd 
according to the earlier guidclinc (January 3, 1997) to ana1yr.c 20% and 50% ACR rcsponscs. 
Howcvcr, mcasurcmcnt of 70% ACR rcsponsc was rctrospcctively analy--cd in all three studies. 
Patients in thcsc trials wcrc continued on open-label TNFR:Fc. Thcrcforc, six months of data on 
achicvcmcnt ol’SO% and 70% ACR rcsponsc as well as continuous 50% and 70% ACR rcsponsc arc 
availahlc. AT the drslrt guidclinc has not been finalized and the definition of major clinical rcsponsc may 
bc rcviscd, data on both 50% and 70% ACR rcsponsc rates are prcscntcd. 

3. KEY STUDIES: 

3A. PROTOCOL 16.0004, “A Multicenter Phase II Study of Recombinant Human 
Tumor Necrosis Factor Receptor Fusion Protein (TNFR:Fc) in Active Rheumatoid Arthritis” 

3Ai. OBJECTIVES: 

The objcctivc was to compare the cflici~cy and sakty of three CiosCs of’TNFR:Fc (0.25, 
2.00, and 16.00 mg/m2) with that of placebo when given subcutaneously (SC) twice each week for 
three months in patients with active RA who faikd DMARD trcatmcnt. 

3Aii. DESIGN: 

Study 16.0004 was a Phase II, randomizd, double-blind, placebo-controlled 
multiccntcr trial with four par&l groups which cvaluatcd 180 patients with active RA who wcrc at 
lcast 18 years old, had failcd therapy with at lcast one but no more than four discasc-modifying 
antirhcumatic drugs (DMARDs), and had at last 12 tcndcr joints, at least 10 swollen joints, and cithcr 
ESR>=28 mm/h, CRP>2.0 mg/dL. or morning stiffness for nt least 45 minutes. ENBREL doses of 
0.25 mg/m2 (46 patients), 2.00 mglm’ (36 patients), and 16.00 mg/m2 (44 patients) were compared 
to placebo (44 patients). All trcatmcnts wcrc administered subcutaneously (SC) twice per week for 
three consccutivc months. There wcrc 11 ccntcrs, alI in the United States. 

3Aiii. ENDPOINTS: 

The primary cllicacy paramctcrs wcrc pcrccnt changes at Day 85 rclativc to basclinc in painful, 
swollen, and total joint counts and scores. The sccondiq cllicacy paramctcrs cxamincd wcrc duration 
01’ morning stillilcss. physician global asscssmcnt, patient global asscssmcnt, ESR, and CRP. ACR 
rCsponsc T;lICS W6C ilISt> C~IlClllillCd, ;N hClOL4~. L 
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The American Collcgc of Rheumatology (ACR) has dcfmcd the ACR20, ACRSO. and ACR70 
2.5 20%, 50%. or 70% improvcmcnt in tcndcr joint count imd swollen joint count, rcspcctivcly, plus 
iit last 20%, 50%, or 70% improvcmcnt in ut lcast three of the live criteria: - 

1. paticnl pain asscssmcnt; 

2. patient global assessment; 

3. physician ilobal asscssmcnt; 

4. patient self-assessed disability; 

and 

5 _ . acute-phase rcactsnt (ESR or CRP). 

3B. PROTOCOL 16.0014, “A Double-Blind, Randomized Study of Recombinant Human 
Tumor Necrosis Factor Receptor (~75) Fusion Protein (TNFR:Fc) in Patients with Active 
Rheumatoid Arthritis Receiving Methotrexate (MTX)” 

3Bi. OBJECTIVES: 

The objcctivc was to compare the safety and efficacy of TNFR:Fq (25 mg SC, 

twicdwcck) with that of plsccbo when given in combination with MTX (15 to 25 mg/weck) for six 

months to patients with active RA. 

3Bii. DESIGN: 

Protocol 16.0014 wl~s a Phase WIII, randomized, double-blind, placebo-controlled trial 

which cvaluatcd 89 patients who wcrc at least 18 years old, had received methotrcxatc for at lcast six 

months with a stable dose (12.5 mg/wk to 25 mg/wk) for at least four weeks, and had at least six 

a., swollen joints and at least six tender or painful joints. ENBREL 25 mg was compared tc placebo, each 
. . . -. * .: . . . . 

administcrcd SC twice per week for six months. To qualify for randomization, patients were required 

to meet the 1987 ARA criteria for RA, to bc maintained on a stable weekly dose of 15 to 25 mg I’$TX 

for at last 4 weeks. and to bc in functional Class I, II, or III by the ACR criteria. Scvcn ccntcrs in the 

United Stutcs participated in the study. The study population consisted of 89 patients randomized in 
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a 2: I ratio of TNFR:Fc (n = 59) to placebo (11 = 30) and trcatcd concurrently with open-luhcl MTX 

for 24 weeks (6 months). 
- 

3Biii. ENDPOINTS: 

ThC: primary cllicacy endpoint was a 20% ACR response rate at 6 months. Secondary 

cflicacy endpoints wcrt’ 1 % ACR response at 3 months, 50% ACR response at 3 and 6 months, and 

pcrccnt change from basclinc at 3 and 6 months for tender and swollen joint counts, pain as quantified 

by the patient visual analog scale, patient and physician global assessments, QOL asscssmcnt (HAQ), 

ESR, CRP, rheumatoid factor, and duration of morning stit’fncss. The 70% ACR rcsponsc rate was 

also mcasurcd. 

3C. PROTOCOL 16.0009, “A Phase III, Double-BIind, Placebo-Controlled, Randomized 

Study of Recombinant Human Tumor Necrosis Factor Receptor (~75) Fusion Protein 

(TNFR:Fc) in DMARD-Failing Active Rheumatoid Arthritis” 

3Ci. OBJECTIVES: 

The objcctivc was to compare the efficacy and safety of two doses of TNFR:Fc (10 and 

25 mg) with that of placebo when given SC twice each week for six months in patients with active RA 

who had failed DMARD treatment. 

3Cii. DESIGN: 

. . . ,.’ 2. .,. *:.. . 

. . -* Study 169009 %a,: a’ Ph&e III, %mdoni&h, houblc&ind, pI&bo&x&oUd ‘*..’ . * ’ 

multiccntcr trial with three parallel groups which evaluated 234 patients with active RA who wcrc at 

Icast 18 years old, had failed therapy with at lcast one but no more than four discasc-modifying 

antirhcumatic drugs (DMARDs). and had at least 12 tcndcr joints, at least 10 swollen joints, and cithcr 

ESR>=28 mm/h, CRP>2.0 mg/dL. or morning stiffness for at lcast 45 rninutcs. ENBREL doses of 

-5 



IO mg or 25 mg wcrc compaucd to placebo. All trcatmcnls wcrc administcrcd SC lwicc per week for 

. six conscculivc months. 

3Ciii. ENDPOINTS: 

The primary cflicacy parameter was ACRZO at three months. Secondary cflicacy 

endpoints wcrc ACRZO at six months and ACRSO at three and six months. Other secondary endpoints 

wcrc tcndcr joint count, swollen joint count, total joint count, duration of morning shillings, physician 

and patient global asscssmcnt, ESR, and CRP. The ACR70 was also mcasurcd. 

4. RESULTS: 

Three ACR endpoints wcrc mcasurcd in each study, some at 

Conscqucntly, there is a multiludc of endpoints, even within each study. 

summarized on page 008 of Section 3.1 and in Section 3.8 in Volume 1. 

submitted clcctronically. 

Months 2, 3, and 6. 

The data wcrc found 

In addition, data wcrc 

4A. PROTOCOL 16.0004, “A hlulticenter Phase II Study of Recombinant Human 

Tumor Necrosis Factor Receptor Fusion Protein (TNFR:Fc) in Active Rheumatoid Arthritis” 

4Ai. Efficacy 

The clficacy data wcrc rcarrangcd from the sponsor’s prcscntation, as in Lhc following 

gbl+ The prcscntation, & .this.rcvicw dif@rs from !hat_in the submission..@ thpt _counts (not. .a . . . . _.: __ -* . - 
c 

.prqporlions) arc+r&nted and-.&o&qts are based ori+o.n-overlap&i defmitioti. For.example,::.., .; :. . . 

thcrc wcrc IO placebo patients who met the ACR20 criteria at Week 2 in Study 16.0004, and of thcsc 

ten, one also mcl the ACRSO crircria. Conscqucntiy, nine mcl the ACRX crilcria and not the ACR50 

criteria. This is the rationale for the corresponding entry in the table. This convention L-.-L 



and sugc.slS more comprchcnsivc analyks than simpiy endpoint-by-cndpoilll andyscs. 

Rcvicwcr’s Tat-k 4Al: ACR Eflicacy Data, Phase II Study 16.oOO-I, Week 2 

p=o.ooo9 No ACR20 ACR’O ACRSO ACR70 Total 

PiiKc ho 34 9 1 0 4-I 

0.25 mg/m * 31 12 3 0 46 

2.00 mglm * I 

16.00 mg/m * 22 16 4 2 44 

Total 111 53 13 3 180 

The one-sided exact (using Monte Carlo sampling from the permutation distribution, with seed -- 

Jonckhccre-Terpstra (StatXact) test gives a p-value of 0.0009, with 99% confidence interval (0.0001, 

0.00 17). This mans that Iargcr doses, compared to lower doses, tend to bc signilicantly nssociatcd 

with bcttcr ACR rcsponsc at Week 2. 

The one-sided exact (using Monte Carlo sampling from the permutation distribution, with seed 

- Jonckhccrc-Tcrpslra (StatXact) test gives a p-value of 0.0000, with 99% conlidcncc in&-val 

(0.0000, O.IKK)S). This mans that larger doses, compared to lower doses, tend to bc significantly 

associated with tqtcr ACR rcsponsc at Month 3. 
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4Aii. Safety 

As shown in the sponsor’s table (Tpagc 2 IS of Section 3.8 of Volume 1, the 16 mg/m ’ 

dose was also associated with the highest incidcncc of ;1 variety of’iidvcrsc cvcnts (AEs). One pitticnt 

in the pla~bo group died on study. Thcrc’ wcrc five serious advcrsc events (SAEs) in the 0.25 mg/m2 

group, two in the 2.00 mf/m2 group, and two in the 16.00 mg/m2 group, none ol‘ which wcrc 

considcrcd r&ted to the study medication. Five patients withdrew due to AEs (one in the placcho 

group. two each in the 0.25 mg/m* and 2.00 mg/m2 groups). Only one of these. occurring in the 2.00 

rnglm’ group, wx considcrcd to bc rclatcd to study medication. Thcrc wcrc no Grade 4 AEs, and 

thcrc wcrc 21 Grade 3 AEs among 19 patients, three of which wcrc considcrcd to bc rciatcd to 

study medication. 

4B. PROTOCOL 16.0014, “A Double-Blind, Randomized Study of Recombinant Human 

Tumor Necrosis Factor Receptor (~75) Fusion Protein (TNFR:Fc) in Patients with Active 

Rheumatoid Arthritis Receiving Methotrexate (MTX)” 

4Bi. Efkacy 

Rcvicwcr’s Table 4B 1: ACR Eflicncy Data. Phase II/III Study 16.0014, Week 2 

p=t).cKK)3 No ACRZO ACR20 ACRSO ACR70 Total 

Placebo . 27 3 0 0. . 30 

25 mglm2 31 24 2 2 59 

Total 58 27 . . 2 .2 ._ . . p 

The p-lalucs by the exact permutati& Smirnov test (Eplctt; 1982; Hilton ct. al., 1994; Nififorov, 

19%) XC 0.0003 one-sided and 0.00()X two-sided. When using an exact pcrmutittion test. normality 

is not assumed. and the rcfcrcncc distribution is basal on the data. For this reason. the rcikrcncc 

distribution need not bc symmetric, and the two-sided p-value need not bc twice the one-sided p-value 

(hut the two-sidd p-value cannot bc smakr than the one-sided p-value). The low p-v;llucs for this 
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anulvsis which titkcs into account the ordering among the four rcsponsc catcgorics indicates that thcrc 

is a shift’towards bcitcr rcsponsc catcgorics associatd with the active ‘trcdmcnt group. 
- 

Rcvicwcr’s Table 4B2: ACR Elkacy Data, Phase II/III Study 16.OOIJ. Month 3 

p=O.OOOl No ACR’O ACR20 ACRSO ACR70 Total 

Pklcc b0 20 10 0 0 30 
I 

25 mglm2 20 14 16 9 59 

Total 40 24 16 9 89 

The p-values by the Smimov test arc 0.0001 one-sided and 0.0003 two-sided. The low p-values for 

this analysis which t&x into account the ordering among the four rcsponsc catcgorics indicates that 

thcrc is a shift towards bcttcr response catcgorics associated with the active treatment group. 

Rcvicwcr’s Table 4B3: ACR Efficacy Data, Phase II/III Study 16.0014, Month 6 

p=O.OOOl No ACR20 ACR20 ACRSO ACR70 Total 

Plxcbo 22 7 1 0 30 

25 mglm2 17 . 19 14 9 59 

Total 39 26 15 9 89 

The p-values by the Smirnov test arc 0.0001 one-sided and 0.0001 two-sided. The Iow p-values for 

Ihi.Wia&% which t&z-s into- account thc.o&-ing among the four rcsponsc catcgorics indicates’ that 

thcrc is ;1 shift towards bcttcr response catcgorics associated with the active trcatmcnt group. 

QBii,: safety 

No puticnts died during the study. Two patients trcatcd with TNFR:Fc/MTX had three 

SAEs, but the AEs were considcrcd to bc unrclatcd to study drug. Three patients trcatcd with MTX 

iIl(Jnc bud SAEs. Two patients rccciving TNFR:Fc withdrew from the study bccausc of Grade 3 AEs: 
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hut in withor C;ISC wcrc 11~ AEs considcrcd by lhc Invcs~igators to bc rclatd 10 TNFR:Fc. One 

::paiisnl in the plkcbdMTX fro&‘: with&c~~bxm ihc study dtic to ir.Gmdc”J SAE (m$xxrdi:rl 

inlea-ction). No Grade 4 AEs occurred in the TNFR:Fc/MTX group. Scvcn paricnts trc:ltcd with 

Th’FR:Fc rcporrcd cisht Grildc 3 AEs, IWIIC of which wcrc considcrcd by the Investigators to t-e 

rclatcd to study drug. Two patients in the placcbo/MTX group had Grade 3 AEs. No Grade 4 

Ii~horat~~ry ahnormalitics occurred in the TNFR:Fc/MTX group. 

JC. PROTOCOL 16.oWW, *‘A Phase 111, Double-Mind, Placebo-Controlled, Randomized 

Study of Recombinant Human Tumor Necrosis Factor Receptor (~75) Fusion Protein 

(TNFR:Fc) in DMARD-Failing Active Rheumatoid Arthritis” 

4Ci. Enicacy 

The low p-values found by the sponsor’s analyses of the individual ACR endpoints wcrc 

indcpcndcntly confirmed. Dcspitc the fact that the decision was made prospcctivcly to treat ACR20, 

ACRSO, and ACR70 ;LS scparac endpoints, more insight is gained by treating them as difkrcnt 

cutpoints of’ the same underlying endpoint. Conscqucntly, they arc prcscntcd as such. The sponsor’s 

prospcctivcly planned modikd intent-to-treat data set (not including patients who wcrc randomized 

but rcccivcd no study medication) is prcscntcd at each time point. The true intent-to-treat analysis 

(including all patients randomized) is prcscntcd at the prospcctivcly dcfincd primary time point of 

Month 3, and p-values arc provided for this data set. 

. . 

. 

-. - 
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Rcvicwcr’s Talk JC2: Sponsor’s ACR El’li~~y Data, Phi\sc III Study 16.(X)09, Month 3 
I 

Modilicd Intent-to-Treat 

Rcvicwcr’s Table 4C3: Rcvicwcr’s ACR Efficacy Data, Phase III Study 16.0009, Month 3 

The p-value was p=O.Wl for the overall compxison 01’ the three trcatmcnt groups (two-sided 

Co~hrcln-nlrrnt~l-Ha~ns/~l ro\v-sum tat). It was also of intcrcst to compare the 25 mg group to’hoth 

the plxchj group and the IO m 2 group (the later is ol’intcrcst bccausc it is unallixtd by the p~~tcnti;LI 

lor unmasking ()l’;Lcli\.L’ trcatmcnt vs. placch, hilsd on prcsumcd cI’ICctivcncss of the slctivc trcatmcnt 
Y . 
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gd tell-talc advcrsc cvcnts). The p-value w;ls p=O.OO(&) (two-sided exact c0,ndj&ionql Smiruov tCS1) 

Ior coinpurinfi 25 mg ti, plactibo; hnd p=O.o006 ‘(ltio-sided :Cxact conditiorial Smirkv lest)‘ or 

p=O.OOOl (one-sided cs;~ct cc,nditional SmirnovLL’st) for comparing 25 mg to IO mg. 

To study the durability of the ACR20 rcsponsc, an additional analysis was pcrformcd to 

dcrcrminc the time until ACRX was rcachcd only if it lasted through Month 6. That is, each patient 

is classilicd ;1s I if ACR20 was achicvcd at Month 1 and lasted through Month 6, 2 if ACR20 was 

xhicvcd at Month 2 and lasted through Month 6, and so on, or 6 if thcrc was no ACRZO at Month 5 

hut thcrc was ACR20 at Month 6. Finally, those patients who did not achicvc ACRX at Month 6 

wcrc assigned the worst rank of 7 (in this analysis, lower valu~\s arc bcttcr). The results are prcsuntcd 

in Rcvicwcr’s Tltblc 4C4. 

Rcvicwcr’s Table 4C4: Time Until ACR20 Lasting Through Month 6, Phase III Study 16.0009 

True Intent-to-Treat 

’ p=o.o01 1 1 12 13 4 5 6 7 Total 

1 1 3 74 83 

1% 1% 4% 89% 

4 8 4 43 82 

5% 10% 5% 52% 

‘6 1 14 .I 13 1 151 I 236’ 

The n-value waS b=(l.OOL’ ikit the- ovCr~~domoarison ‘bf the. three .-tkatmerit .fzrouos Cwv&sikd. 

Cochran-Mantel-Hacnszcl’row-sum test). It was also of intcrcst to compare the 25 mg group to both 

the placebo group and the IO m_ e c “roup (the latter is of intcrcst bccausc it is unaffcctcd by the potential 

li)r unma.sking ol’activc trcatmcnt vs. plilcch) hascd on prcsumcd cffcctivcncss of the active trcatmcnt 

and t~‘Il-t;~l~\ advcrsc cvc’nts). The p-value was p=O.OOOO (two-sided c‘x.~ct conditi;,nal Smirnov test) 
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for Cc~lllpilrillg 2.5 nig to placebo,, and p=O. I3 I r( (two-sided cxacl condilion;ll Smirnov lcsl) 01 
. . . . : . : 

p&.Ojo7 (one-sided Cxacl condi~io~~~l.S;;;irn~~~ kt) foi c(xtipaiing 25 nig.io ltl.&g: . 

Rcvicwcr’s,Tahlu 4C4: Sponsor’s ACR Elfici~~y Data, Phase III Study 16.0009, Month 6 . . _.. 

Mhdilicd Intent-to-Treat 

No ACR’O ACR’O ACRSO ACR70 Total 

PlXXlW 71 5 3 i 80 

IO mg 37 21 11 7 76 

25 mg 32 15 20 11 78 

Total 140 41 34 19 234 
4 

To predict which basclinc factors prcdisposcd patients to ACR response (at Month 3), a series of 

logisric rcgrcssion models wcrc run. The results wcrc as follows (descriptions of the variable names 

appear in the sccund panel): 

Variable DF 

INTERCPI 1 

INTERCPZ 1 

Ih’ER&j ‘.. I_ 

-BLHAQ ‘I 

BlJTPNCT I 

Paramctcr 

Estimate 

Standard 

Error 

Wald 

Chi-Square 

Pr > Skmdardizcd 

Chi-Square Estimate 

-0.3239 0.436 I 0.5516 0.4577 

0.9072 0.442 I 4.2 107 0.0402 . 

‘1.9605 ‘b&-)4 *’ ’ 17.5716” ’ ‘d.ijO& 

0.6071 ‘. a2457 6.1048 0.0135 . 

-0.0307 0.0121 6.4898 0.0108 

0.215138 

-0.267 127 
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&do Limit Limit 
. 

INTERCP 1 Intcrccpt 0 
,. 

INTERCP’ Intcrccpt 1 

INTERCP3 Intcrccpt 2 

BLHAQ Basclinc HAQ - Disability In&x 1.835 1.134 2.070 

BLJTPNCT Basclinc Tcndcr (Painful) Joint Count 0.070 0.937 0.003 

BLJTSWCT Basclinc Swollen Joint Count 1.026 0.007 I .057 

PLACEBO PLACEBO= 1, OTHER=0 2.758 1.378 5.518 

HIGH 25 MG= I, OTHER=0 0.396 0.2 16 0.726 

The fact that weight. height, and body surfazc arca wcrc not rctaincd in the final modci suggests that 

rhcy wcrc not prcdictivc of ACR20 rcsponsc at Month 3, dcspitc the fact that the dose was constant, 

and not Jcpcndcnt on the weight of the patient. It was also of intcrcst to study rcsponsc by ccntcr, 

stratifying by trcatmcnt group. Thcsc results (only for the two active groups) arc as follows: 

- 

. . 
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____________________----- Trca[nlcn[=TNFR I() MG _----__. ____ _______ ______ 

. . .._ . : - -,. . . . . . . . ._. . ..*- - -’ - 

TABLE OF SITE BY ACRSTAT tn;l~icnt’ch~~nts and proportions h~low thcn~)’ 
: 

--1 

SlTE(StuJy Silt Number) ACRSTAT 

Sire * ACROd 
. . . : 

ACRb ’ ACRSO 

17 

36 

39 

102 

105 

107 

200 

260 

272 

274 

343 

351 .* 

0 

0.00 
7 
1 OO.o() 
2 
40.00 
6 
50.00 
2 
100.00 
4 
50.00 
6 
60.00 
3 
100.00 
5 
83.33 
2 
22.22 
2 
50.00 
5 *‘*- *. 

0 

0.00 
0 

0.00 

3 
60.00 
4 
33.33 
0 
0.00 
3 
37.50 
2 
20.00 
0 
0.00 
1 
16.67 
5 
55.56 
1 
25.00. 

I 
100.00 
0 
0.00 
0 
0.00 
1 
8.33 
0 
0.00 
1 
12.50 
1 
10.00 
0 
0.00 
0 
0.00 
0 
0.00 
0 
0.00 . 

. . 

. k&70 

0 
0.00 
0 
0.00 
0 
0.00 
I 
8.33 
0 
0.00 
0 
0.00 
1 
10.00 
0 
0.00 
0 
0.00 
2 
22.22 
1 
25..00 

.. . 

Total 

1 

7 

5 

12 

2 

8 

10 

3 

6 

9 

4 
_ I .4 ..__ . . -_., .,.)._ -,*. -*. .I, . . . ,‘.. .‘:..‘:‘*‘-. .: 10 

5 . . 

8O.ot) 
* 

20.00 O.(x) 0.00 

Total 48. 24 . 4 6_ 82 : 

. . . . . . -is 



TABLE OF SITE BY ACRSTAT (patknt counts and proportions hclow them) - 

SITE(Study Silt Number) ACRSTAT :. 

Site . ACROO 

17 I- 
so.00 

36 6 
85.7 I 

39 2 
40.00 

102 4 
33.33 

105 I 

33.33 
107 0 

0.00 
200 4 

40.00 
260 1 

33.33 
272 2 

40.00 
274 1 

12.50 
343 2 

66.rj7 

AdR20 

1 

50.00 
1 
I-4.29 

2 

40.00 
2 
16.67 
0 
0.00 
2 
25.00 
1 
10.00 
1 
33.33 
1 

20.00 

2 
25.00 
0 
0.00 

35, .-5.q.:. ‘_. 6. .“..:2. 

r 

ACRSO 
-. 

ACR7b 
-._ 

Total . 

0 0 
0.00 0.00 
0 0 
0.00 O.o() 
I 0 
2o.oo 0.00 
3 2 
33.33 16.67 
2 0 
66.67 0.00 
4 2 
50.00 25.00 
1 4 
IO.00 40.00 
1 0 
33.33 0.00 
2 0 
40.00 0.00 
2 3 
25.00 37.50 
I 0 
33.33 0.00 

:..‘. 2.’ ” .I * -.I 

hCii Gpfetg. - 

2 

7 

5 

12 

3 

8 

10 

3 

5 

8 

3 

. ‘lo’ . 

81 . . . 

No dose-limiting toxicities wcrc ohscrvcd. No patients died during the study. Five 
TKFR:Fc-trcatcd p;Gnt.. rcportcd SAEs; none wcrc considcrcd by the Investigators to hc rcltltcd to 
TNFR:Fc. Scvcn T.“;FR:Fc-trcatd patients withdrew from the trial hccausc 01’ AEs; sis (rash, 
hcmc~ptysis. Icukopcnia. hypotcnsion, pn.~ritus. and ISRs) wcrc considcrcd hy the Iilvcstigators or by 
Immuncx to hc rclatcd to TNFR:Fc. No Grade -I AEs occurred. Four TKFR:Fc-trcatcd paticnls 

-16 . 



&nbrcl appears 10 bc-ellicacious,.ma close-rcialcd. mank.r:~ Th+i.c; higher doses-sppcar*to-bc~ 
more clkctivc than Iowcr doses. 11 is un&ar if doses over 25 mg would bc still more clkclivc than 
ilIly &WCS sIudicd LO dale. 

6.CONCLUSIONS 

The data support the clticacy claim Ibr cnbrcl. It is unclear, howcvcr, if lhc lahcl should bc as 
broad as is suggcs~d by the sponsor. 
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